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DETAILED ACTION 
Response to Arguments 

This Office Action is in response to the amendment submitted on 03/22/1 1 . 
Claims 1-54 are currently pending in the application, with claims 22-54 having being 
withdrawn. Accordingly, claims 1-21 are being examined on the merits herein. 

Receipt of the aforementioned amended claims is acknowledged and has been 
entered. 

Applicant's argument with respect to the 112, first paragraph rejection over 
claims 1-21 for the treatment of all kinase-dependent disease or condition has been fully 
considered. Given that applicant has amended the claims to now recite the treatment of 
Tie-2 kinase dependent disease or condition, such rejection is now moot. 
Consequently, the rejection of claims 1-21 under 35 U.S.C. 112, first paragraph 
rejection is hereby withdrawn. 

Applicant's argument with respect to the 112, first paragraph rejection over 
claims 1-21 for the hydrates and prodrugs of formula I has been fully considered. Given 
that applicant has amended the claims to now delete hydrates and prodrugs from the 
claims, such rejection is now moot. Consequently, the rejection of claims 1-21 under 35 
U.S.C. 112, first paragraph rejection is hereby withdrawn. 
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Applicant's argument with respect to the 102(e) rejection over claims 1-3 has 
been fully considered. Applicant argues that the compounds of Biwersi et al. are not 
within the scope of the compounds of the recited claims. According to applicant, the 
atom in the 6-membered ring aromatic ring is a carbon in Biwersi while the instant 
claims require such atom to be nitrogen. Such arguments are however not found 
persuasive as the Examiner contends that Biwersi et al. does indeed anticipate 
independent claim 1 . Attention is directed to compound 1 36 of Biwersi of the following 
structure: 

PartC 




(5K2K4-ethyl-2-fluoro-phenylai^ 

triazol-3-yl)-ethyl)-amm e 




PartB 



which reads on instant compound of formula I. Specifically, part A of the compound of 
Biwersi reads on the instant 6-membered aromatic ring wherein Y are CH and m and n 
are 0. This aryl ring is attached to a 5-membered ring as denoted in instant compound 
of formula I wherein (counterclockwise) B and A are -N=; A is -C(H)=; and A is NH; L is 
a C2 alkylene group; X is NR3 wherein R3 is H; and Z represents part B above. 
According to independent claim 1 , Z is R4 or an optionally substituted heterocycle. Part 
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B represents 1 ,3,4-oxadiazole which is a heterocycle substituted by part C. Since there 
is no specific requirement for the substituents of R4, the Examiner contends that 
compound 136 anticipates the instant compound of formula I. As a result, the Examiner 
contends that the 6-membered ring of Biwersi (i.e. part A) is in fact a heteroarylene and 
does indeed read on the instant compound of formula I. Thus, the rejection was indeed 
proper and is therefore maintained. 

Applicant's argument with respect to the 103(a) rejection of claims 7-9 has been 
fully considered. However, such arguments are not found persuasive as the examiner 
contends that Biwersi did indeed anticipate instant compound of formula I. Moreover, 
the Examiner reiterates the fact that extension by one carbon chain is obvious to one 
skilled in the art and absent any unexpected results such compounds are homologs. 
Consequently, the Examiner maintains that the rejection was indeed proper and is 
therefore maintained. 

For the foregoing reasons, the rejections of claims 1 -21 under 35 U.S.C. 1 1 2, 
first paragraph are hereby withdrawn. However, the rejections under 102(e) and 103 (a) 
remain proper. In view of applicant's amendment, the following modified 1 02(e) and 
103 (a) Final rejections are being made. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

Claims 1-3 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Biwersi et al. (WO 2004/056789 A1, previously cited). 



Based upon the earlier effective U.S. filing date of the reference, it constitutes 
prior art under 35 U.S.C. 1 02(e). This rejection under 35 U.S.C. 1 02(e) might be 
overcome either by a showing under 37 CFR 1 .132 that any invention disclosed but 
not claimed in the reference was derived from the inventor of this application and is 
thus not the invention "by another," or by an appropriate showing under 37 CFR 
1.131. 



Biwersi et al. teach MEK inhibitors OXA- and THIA-Diazol-2-yl phenylamine 
compounds and derivatives and pharmaceutical compositions and methods for their use 
in proliferative diseases such as cancer (see abstract, pg. 2, lines 26-30, pg. 8, lines 31- 
33, pg. 9, lines 1-7, and pg. 100, lines 10-19). In particular, Biwersi et al. teach that 
MEK enzymes are dual specificity kinases involved in proliferative diseases such as 
cancer and that proliferative diseases are caused by a defect in the intracellular 
signaling system or the signal transduction mechanism of certain proteins (see pg. 1 , 
lines 1-7). Additionally, Biwersi et al. teach compounds of the following structure: 
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or pharmaceutical^ acceptable salt or ester thereof (see pgs. 3-5). Specifically, 
compound 136 of Biwersi et al. read on instant compounds of formula (I) wherein all Y 
of instant compound of formula I are equal to =CH-; m and n are 0; counterclockwise, B 
and A are -N=; A is -C(H)= and A is NH ; L is C2 alkylene; X is NR3 wherein R3 is H; 
and Z is R4 or a substituted heterocycle (wherein oxadiazole represents a substituted 
heterocycle) (see pg. 69, compound 136). 

Accordingly, Biwersi et al. anticipate claims 1-3. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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Claims 7-9 are rejected under 35 U.S.C. 103 (a) as being unpatentable over 
Biwersi et al. (WO 2004/056789 A1, previously cited). 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

The Biwersi et al. reference is as discussed above and incorporated by reference 
herein. However, Biwersi et al. do not teach R4 as an optionally substituted heteroaryl 
C1-C6 alkyl. 

However, the Examiner contends that extension by one carbon chain (i.e. CH2 
heteroaryl) is obvious to one skilled in the art. Moreover, the Examiner contends that 
homologs are considered to be obvious absent unexpected results. In re Henze, 85 
U.S.P.Q. 261, 263, (C.C.P.A> 1950). 

A prima facie case of obviousness may be made when chemical compounds have very 
close structural similarities and/or similar utilities. "An obviousness rejection based on 
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similarity in chemical structure and/or function entails the motivation of one skilled in the 
art to make a claimed compound, in the expectation that compounds similar in structure 
will have similar properties." In re Payne, 606 F.2d 303, 313, 203 USPQ 245, 254 
(CCPA 1979). See In re Papesch, 315 F.2d 381, 137 USPQ 43 (CCPA 1963) 
(discussed in more detail below) and In re Dillon, 919 F.2d 688, 16 USPQ2d 1897 (Fed. 
Cir. 1991). 

Thus, to one of ordinary skill in the art at the time of the invention would have 
found it obvious to extend the carbon chain by one carbon since such extension is 
obvious and would have yielded similar results and given that such compounds are 
homologs of compound 136. Given the teachings of Biwersi et al., one of ordinary skill 
would have been motivated to formulate the compound of Biwersi et al. as a C1 alkyl 
heteroaryl with the reasonable expectation of providing a method that is effective in 
treating proliferative diseases such as cancer. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE- MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samira Jean-Louis whose telephone number is 571- 
270-3503. The examiner can normally be reached on 7:30-6 PM EST M-Th. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571 - 
273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-91 99 (IN USA OR CANADA) or 571 -272-1 000. 
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